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Organism Depository National Institute of Advanced Industrial Sciences and Technology 
accession number FERM BP-7790. 

4. It is the claimed understanding that one of the Patent Office' s 
concerns is that the claimed claimed mouse strain does not possess identifiable 
characteristics such as biochemical markers and other phenotypic characteristics to 
distinguish it from the original BALB/c mouse strain, such as taught by U.S. Patent No. 
6,040,495 and the mouse strain that it discloses. 

5. There are, however, many identifiable characteristics of the 
claimed mouse strain to distinguish it from the original parent BALB/c mouse stain. First, 
normal BALB/c mice do not develop rheumatoid arthritis by their sixth month. Second, 
normal BALB/c mice do not develop rheumatoid arthritis having at least one of the 
characteristics described in the application. For example, normal BALB/c mice do not 
normally develop rheumatoid arthritis which pathohistologically tends to resemble 
human rheumatoid arthritis in its chronic progression from the appearance of pannus to 
the inflammatory destruction of joint cartilage and bone accompanied by lymphocyte 
infiltration. Clinically, normal BALB/c mice do not develop rheumatoid arthritis that 

. tend to resemble human rheumatoid arthritis in that the small and large joints of the 
forelegs and hind legs are affected symmetrically, and the lesions chronically progress 
and finally lead to joint stiffening. Finally, normal BALB/c mice do not develop 
rheumatoid arthritis that tend to resemble human rheumatoid arthritis in that rheumatoid 
factor, autoantibody against type II collagen specific for j oints, and 
hypergammaglobulinemia develop with high frequency. 

6. Evidence of the differences between normal BALB/c mice and 
mice of the present invention can be found in the specification. For example, the 
differences can be seen by comparing Figures 1 and 3 of a mouse of the present invention 
with Figures 2 and 4 of a normal BALB/c mouse. Swelling of the joints of the forelegs 
and the hind legs show the mouse of the invention having developed arthritis. Figures 5 
and 7 are X-ray photographs that show that the cartilage and bone are destroyed 
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N2 generation obtained by crossing SKG males with the above non-arthritic Fl hybnds 
[(skg x c)Fl x skg]. The development of arthritis took a similar clinical pattern and 
showed similar disease severity as the arthritis of SKG mice. Taken together, these 
results indicate that the cause of the arthritis was not microbial infection but genehcal 
abnormality, presumably of a single gene locus, and that the abnormality was inhented in 
an autosomal recessive fashion with nearly 100% penetrance of the trait in SKG 
homozygotes. 

9 Based on the data obtained from numerous experiments, provided 
in the specification and supplemented here, the mouse strain claimed in the application is 
genetically homozygous and stable, with phenotypic differences that clearly distinguish it 
over the parent mouse strain. 

10. I hereby declare that all statements made herein of the claimed 
own knowledge are true and that all statements made on information and belief are 
believed to be true; and further that these statements were made with the knowledge that 
willful false statements and the like so made are punishable by fine or imprisonment, or 
both under Section 1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patents issued thereon. 

Respectfully Submitted 
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